This paper presents new data addressing two important controversies in psychiatry: the construct of Minor Depression (MinD) and the efficacy of St. John's Wort for milder forms of depressive disorders. Data are from a three-arm, 12 week, randomized clinical trial of investigating the efficacy of St. John's Wort (810 mg/day), citalopram (20 mg/day), or placebo for acute treatment of MinD. Due to a high placebo response on all outcome measures, neither St. John's Wort nor citalopram separated from placebo on change in depressive symptom severity, quality of life, or well-being. However, systematic assessment of potential adverse effects (AEs) led to three important observations: (1) prior to the administration of study compound, 60% of subjects endorsed items that would be characterized as AEs once study compound was administered, (2) St. John's Wort and citalopram were each associated with a significant number of new or worsening AEs during treatment, and (3) using a structured interview for identifying AEs at baseline and during treatment is informative. MinD was not responsive to either a conventional antidepressant or a nutraceutical, and both compounds were associated with a notable side effects burden. Other treatment approaches for MinD should be investigated.
BACKGROUND
Although there have been a number of different definitions for minor depression employed in literature, it is clear that the field is coming to a consensus that "less than Major Depressive Disorder," with clinically significant distress and/or impairment, is a problem for patients that merits study (Rapaport et al., 2002; Howland et al., 2008; Nierenberg et al., 2010) . Data from epidemiological studies suggest that both younger and older adults suffer from minor depression and for many individuals this is not an evanescent condition (Romanoski et al., 1992; Sherbourne et al., 1994; Kessler et al., 1997) . Although defined in various ways, Minor Depressive Disorder in adults, particularly in older individuals, has also been associated with significant impairment in quality of life and function (Wells et al., 1989; Broadhead et al., 1990; Johnson et al., 1992; Alexopoulos et al., 2001; Rapaport et al., 2002; Howland et al., 2008; Nierenberg et al., 2010) .
Few treatment studies have focused specifically on Minor Depressive Disorder. Although there have been case reports, case series, and active control studies with antidepressants, the vast preponderance of work has investigated the efficacy of selective serotonin reuptake inhibitors (SSRIs). The largest acute placebo controlled study to-date was performed by Judd and colleagues (2004) . In this 3-site, 12-week study, fluoxetine 10-20 mg/daily (N=78) was clinically and statistically more effective than placebo (N=79) in decreasing symptoms of depression on several standardized measures. Williams et al. (2000) demonstrated that, for elderly patients with minor depression, paroxetine treatment improved mental health scores on the 36-item short form of the Medical Outcomes Study more than placebo within the group who were most impaired at baseline.
Currently there is significant public concern about the use of antidepressants to treat depression that is "less than Major Depressive Disorder." In Europe, natural products like St. John's Wort (SJW) have been widely accepted as a treatment for less severe forms of Major Depressive Disorder and depressive spectrum disorders. However, recent placebocontrolled studies investigating the efficacy of SJW in Major Depressive Disorder, have been negative or uninformative (Linde et al., 2008) . In the Shelton et al. (2001) study comparing and contrasting placebo with SJW, neither treatment group demonstrated significant clinical effect, and SJW was no more effective than placebo. Moreover, when subjects with less severe symptoms (i.e., those with a median Hamilton score of less than 22) were analyzed separately, there was no significant difference in outcome between SJW and placebo. In the Hypericum Depression Trial Study Group's report (2002) , which compared and contrasted St. John's Wort with sertraline and placebo, neither active treatment separated from placebo. A secondary analysis found that patients with a lower Hamilton scores at baseline had a greater rate of full response, but this finding held for all 3 treatment arms. In contrast, Lecrubier and colleagues (2002) found that SJW was more effective than placebo. However, in a secondary analysis of individuals with mild depression and minor depression baseline Hamilton scores of less than 22), there was no significant difference in outcome between SJW and placebo. In a review of placebo-controlled studies of SJW, Volz and Laux (2000) dichotomized outcome according to initial Hamilton severity scores (<20 or ≥20). SJW was more effective than placebo in this analysis and there was no consistent difference in outcome based on initial depression severity. In an analysis of original data from two double-blind placebo-controlled clinical trials and the acute phase of a long-term study, Kasper et al. (2008) found that SJW was significantly more effective than placebo among subjects with a baseline Hamilton score less than 21. These findings are inconsistent with unpublished analysis of the work of Judd and colleagues (personal communication) , which found that the greater reduction in depressive severity scores reported for fluoxetine compared to placebo (Judd et al., 2004) occurred almost exclusively among the more severely ill individuals with Minor Depressive Disorder (those with baseline clinician-rated 30-item Inventory of Depressive Symptomatology scores >24).
The lack of any established treatment for less severe depression prompted us to perform a balanced 3-arm study comparing and contrasting St. John's Wort, citalopram, and placebo as treatment for subjects with Minor Depressive Disorder. We believed that such a study would accomplish two major goals: (1) make a significant contribution to the limited placebo-controlled body of data evaluating the efficacy of an SSRI as a treatment for Minor Depressive Disorder; and (2) determine SJW's efficacy in an acute trial as compared with both an established antidepressant approved for the treatment of Major Depressive Disorder (citalopram) and placebo in a carefully diagnosed and characterized study population with a milder form of Depressive Spectrum Disorder. We hypothesized that treatment with either citalopram or St. John's Wort would be more effective than placebo in reducing depressive symptom severity, for subjects with Minor Depressive Disorder. Our secondary postulates were that both active treatments would cause greater improvement in secondary global symptom measures and measures of quality of life and well-being compared to the placebotreated group.
MATERIALS AND METHODS

Subjects and Assessments
The study was reviewed and approved by the Institutional Review Boards at the Massachusetts General Hospital (Boston, MA), the Cedars-Sinai Medical Center (Los Angeles, CA), and the University of Pittsburgh Medical Center (Pittsburgh, PA). All subjects signed written informed consent. Subjects participated in a 12-week double-blind randomized study comparing St. John's Wort, citalopram, and placebo. Subjects were recruited through clinical referrals and community advertising. Data were obtained at the baseline visit (just prior to randomization) and at post-randomization visits conducted at 2-week intervals for the next 12 weeks, for a modified intent-to-treat sample consisting of all 73 subjects with at least 1 post-randomization visit (evaluable sample).
Minor depression was defined as the presence of two to four symptoms of major depression according to DSM-IV criteria (American Psychiatric Association, 1994) , with at least one symptom being depressed mood or anhedonia for at least six months, but not longer than two years. Subjects must not have met criteria for major depression or dysthymia in the last year, but could have had a prior history of major depression [in contrast to the DSM-IV-TR definition (American Psychiatric Association, 2000)] or dysthymia. Subjects with organic mental disorders, substance use disorders (current or within one year of psychotic symptoms or disorders, bipolar disorder, or antisocial personality disorder were excluded). Anxiety disorders were allowed as comorbidity if they were considered secondary to depression or were in remission. Inclusion and exclusion diagnoses were established using the Structured Clinical Interview for DSM-IV (SCID) (First et al., 1996) . Subjects must have met specific entry criteria on the 17-item Hamilton Rating Scale for Depression (HAM-D) (Hamilton, 1960) , the Global Assessment of Functioning (GAF) scale (American Psychiatric Association, 1994) , and the Medical Outcomes Study 36-item ShortForm scale (MOS) (Ware et al., 1993) . These criteria were a HAM-D score between 10 and 17, a GAF score of less than 70, and either an MOS Social Functioning score of 75% or less or an MOS Emotional Role Functioning score of 67% or less. The GAF and MOS screening criteria were identical to a previous study of minor depression (Rapaport et al., 2002; Judd et al., 2004) , but the previous study did not employ the HAM-D score criteria.
Depressive symptoms and illness severity were assessed using the HAM-D, the 30-item Inventory of Depressive Symptomatology-Self Report (IDS-SR) and Clinician Rated (IDS-C) scales (Rush et al., 1996; Rush et al., 2000; Trivedi et al., 2004) , the Clinical Global Impressions Severity Scale (CGI) (Guy, 1976) , and the Global Assessment of Functioning (GAF) scale (American Psychological Association, 1994) .
Psychosocial and health functioning were assessed using the MOS (Ware et al., 1993) . Psychological Well-Being (PWB) was assessed by the 84-item version of the PWB scale (containing 14 items for each of 6 scales) (Ryff, 1989; Ryff & Singer, 1996; Singer, 2006) . For this analysis, PWB scores were created based on the 9-item version of each scale, so that raw scores could be standardized around gender-specific norms obtained from the Wisconsin Longitudinal Study (Sewell et al., 2002 ; see details in footnote to Table 3 ).
Quality of life was assessed using the short form of the Quality of Life, Enjoyment and Satisfaction Questionnaire (Q-LES-Q) that has been used to measure quality of life in psychiatric and non-psychiatric populations (Endicott et al., 1993; Schechter et al., 2007) . Each item is self-rated on a 5-point scale (from 1= 'very poor' to 5= 'very good') indicating how satisfied the individual has been over the past week with 14 specific aspects of his or her life. A separate item assesses medication satisfaction, and an overall summary item measures overall life satisfaction.
Subjects were evaluated at every study visit with the HAM-D, IDS-C, IDS-SR, GAF, CGI Severity, and Q-LES-Q. The MOS and WBS were administered only at baseline and the final visit within the 12-week study. An adaptation of the SCID Mood Module was administered at all post-randomization visits, to evaluate possible progression to MDD status and to continue monitoring subjects' level of suicidal risk. The Patient-Rated Inventory of Side Effects (PRISE; see form in Appendix) ) was administered at baseline and all subsequent visits. This is a well validated structured interview for obtaining information not only about the presence or absence of 32 specific adverse events (and the opportunity to write in "others"), but whether those were present at a tolerable or distressing level or constituted a serious adverse event. Vital signs and medication compliance were also assessed at each visit during treatment.
Randomization and Treatment
Prior to the start of the study, randomization lists were generated by the Pittsburgh site's Data Coordinating Center and given to each site's pharmacy. In order to equalize past depression history across the 3 treatment groups, randomization was performed within strata defined by presence or absence of a history of MDD and/or dysthymia. Within each stratum, patients were randomly assigned to one of the 3 treatment arms within blocks of 6 subjects (2 per treatment). Pharmacy staff at each site assigned qualifying patients sequentially to the next open slot on the appropriate randomization list. Standard and consistent procedures for allocation concealment were followed at the three participating sites, to ensure that all project staff and patients remained blind to patients' actual treatment assignment throughout the trial.
Based on their randomized treatment assignment, subjects received either 810 mg/day of St. John's Wort, 20 mg/day of citalopram, or double-dummy (look-alike) placebo. The St. John's Wort was supplied by Cederroth International and contained the aerial portions of the plant that was extracted, dried, and compounded according to the Swedish authority's guidelines. All batches were evaluated for quality control, composition, purity, and rate of decomposition over time. Batches of St. John's Wort were replaced every 12 months. The dosage of St. John's Wort was 270 mg/tablet. Three tablets or 810 mg/day was selected as a reasonable therapeutic target dose based on review of the literature and the existing Cederroth clinical data base. The choice of 20 mg/day of citalopram was based on the results of the Judd, et al. (2004) study with low dose fluoxetine.
Statistical Analysis
Descriptive statistics were run for key demographic and clinical characteristics of the overall sample of 73 evaluable subjects. Differences in baseline characteristics between study completers and early terminators were evaluated by means of t-tests, Chi-Square, or Fisher's Exact Test. The significance of baseline differences across treatment groups was determined by means of analysis of variance or Chi-Square. All statistical analysis was carried out using SAS 8.2 software (SAS Institute, 2001 ). An alpha level of 0.05 was used to determine statistical significance.
Mixed model repeated measures (MMRM) analysis was carried out to evaluate treatment group differences in the overall rate of change (improvement) since baseline for all outcome measures (IDS-C, IDS-SR, HAM-D, CGI-S, and Q-LES-Q total scores, 8 MOS scales, and 6 WBS scales). In a preliminary step, it was determined that an auto-regressive within-subject covariance structure provided the best fit to the data for all measures. In further preliminary analysis, it was found that group means for the 3 treatment groups improved in an approximately linear fashion over the first 5 post-randomization visits for outcome measures assessed at every visit (IDS-C, IDS-SR, HAM-D, CGI-S, and Q-LES-Q), while mean scores on these measures leveled off or worsened slightly at the 6 th and final acute visit. This is not uncommon, as subjects anticipate the conclusion of a treatment trial. (In this case, subjects knew that the acute phase of the study would be followed up with randomized cross-over treatment for acute phase non-responders.) In such cases, it is appropriate to perform the MMRM analysis on outcome measures during the period of linear improvement --i.e., from baseline to the next-to-final visit. In the present study, MMRM analysis was carried out based on change in 5 outcome measures from baseline (change = zero) to the 5 th postrandomization visit (treatment week 10). Although this was not the original analysis plan submitted in the application, we made this adjustment in order to minimize any complications that discontinuation effects might have on our findings. Since the MOS and WBS were only administered at baseline and subjects' final visit, the MMRM analyses for subscales of those instruments were performed on change over the entire 12-week trial, unless a subject terminated early in which case change was analyzed to an earlier final visit. For all outcome measures, a full-model MMRM was performed testing the significance of fixed effects of treatment, visit, and the treatment-by-visit interaction, as well as the covariates of site, baseline score, and the interaction of baseline score with visit (which was significant for all except 2 WBS subscales). An overall F-test for the significance of differences across treatment groups is presented in this report (Table 3 ), in addition to the least-square mean (and se) of change from baseline to treatment week 10 or 12 for each treatment group. The standardized effect size (Cohen d) (Cohen, 1988) for each pair of treatment groups was computed by dividing the difference between the week 10 or 12 leastsquare mean change for the 2 treatment groups by their pooled sd, computed from se's of the least-square means. Figure 1 illustrates the fate of subjects who signed consent to participate in the study. Of 169 subjects screened, 100 met the rigorous inclusion criteria for the study. Nineteen subjects discontinued prior to randomization; the most common reason for electing to discontinue at this point was a concern that the time commitment required by the study was too great. Initially 29 subjects were randomized to St. Johns' Wort, 27 subjects to citalopram and 25 subjects were randomized to placebo. Reasons for discontinuation after randomization are given in Figure 1 and show no evidence of differential rates of attrition. It should be noted that four subjects in the citalopram-treated group discontinued due to side effects versus two in the placebo-treated cohort and one in the St. John's Wort cohort. Study completers (N=59) were similar to early terminators (N=14) in terms of background characteristics and baseline severity (Table 1 in the Appendix). Table 1 presents the demographic data, psychiatric history, and the baseline depression rating scores for the overall sample of 73 evaluable subjects. Aside from the group randomized to St. John's Wort being younger, the three treatment groups were virtually identical in terms of demographic and clinical characteristics ( Table 2 in the Appendix), as well as measures of symptom severity, quality of life or psychological well-being (Table 2 ). The group randomized to St. John's Wort had slightly lower CGI-Severity scores and slightly lower Q-LES-Q scores than the other two groups of subjects. Subjects in the placebo group had lower SF-36 Vitality scores at baseline. (When one considers the number of variables evaluated in this study such findings are not surprising and should not be over-interpreted.)
RESULTS
MMRM results summarized in Table 3 indicate that the 3 treatment conditions in this study were equally effective in decreasing the symptoms of minor depression, improving quality of life and improving psychological well-being. Mixed model repeated measures analysis of the primary outcome measure for this study, reduction in clinician-rated IDS-C 30 scores, showed only slightly greater mean improvement by week 10 for citalopram than placebo, and slightly less mean improvement for St. John's Wort than placebo (treatment-by-time interaction P=0.771). By the conventional measure of treatment response, ≥50% reduction in the primary efficacy measure, the placebo group had a higher rate of response on IDS-C 30 (52.2%) than either citalopram (41.7%) or St. John's Wort (38.5%).
The lack of differentiation between the putative active treatments and placebo appears to be due to the consistently large placebo response across all outcome measures, rather than to the study being under-powered.
At baseline, prior to any type of treatment compound being dispensed, almost 60% of all subjects endorsed one or more symptoms on the PRISE that would be characterized as an adverse event once study compounds were ingested by a subject. The mean number of symptoms endorsed at baseline was 5.7 for subjects randomized to St. John's Wort, 4.7 for subjects randomized to placebo, and 4.0 for subjects randomized to citalopram. Table 4 summarizes information about PRISE symptoms present at baseline or emerging as adverse events during the course of the treatment trial, separated into physical symptoms and items commonly associated with depression. At baseline, prior to any compound being dispensed, 49% of all subjects endorsed one or more physical symptoms on the PRISE. The mean number of physical symptoms endorsed at baseline was 2.3 for subjects randomized to St. John's Wort, 1.5 for subjects randomized to placebo, and 1.8 for subjects randomized to citalopram. The most commonly endorsed physical symptom categories at baseline (see Table 3 of the Appendix) were skin (28%), gastrointestinal (26%), nervous system (24%), genital/urinary (22%), and heart-related symptoms (19%), followed by symptoms of the eyes or ears (11%). Not surprisingly in subjects seeking treatment for depression, 58% of subjects endorsed one or more of the depression-related items on the PRISE at baseline (see Table 3 of the Appendix): fatigue (43%), sleep disturbance (42%), poor concentration (41%), decreased energy (40%), anxiety (36%), general malaise (30%), and problems in sexual functioning (30%).
During the course of this study 84.6% of the St Johns Wort-treated group, 100% of the citalopram-treated group and 91.3% of the placebo-treatment group reported the development of a new adverse event or exacerbation of one present at baseline. The percentage of subjects reporting emergence/worsening of side effects to a subjectively distressing level was 34.6% and 39.1% for the St. John's Wort and placebo groups, respectively, but 60.0% for the citalopram-treated group. The percentage of subjects reporting any emerging or worsening depression-related symptoms was notably higher for subjects taking citalopram (92%) than for those taking St. John's Wort (69%) or placebo (65%) (P=0.062), although the mean number of depressive symptom adverse events per subject was about the same for citalopram as for placebo (6.1 vs. 6.0) (see Table 4 ). Although the adverse event profile was generally benign, it is important to note that the percentage of gastrointestinal and sleep problems was substantially higher among subjects taking either St. John's Wort or citalopram than among the placebo-treated group (Table 5) . Rates of these and other categories of problems were similar for subjects treated with citalopram and St. John's Wort, except for the higher rates of adverse events reported for typical SSRI-related items: sexual function (48% vs. 27%), increased perspiration (16% vs. 4%), and fatigue (40% vs. 11%).
DISCUSSION
Data from our study do not support our hypotheses that citalopram and St. John's Wort would statistically differentiate from placebo-treatment on primary or secondary outcome measures for subjects with Minor Depressive Disorder (Table 3) . In this study all three treatment groups responded exceedingly well to the structure of being in a clinical trial, as evidenced by clinically meaningful improvements in measures of symptom severity, quality of life, and psychological well-being. Thus, neither of our pharmacological treatment interventions provided additional benefit over placebo treatment. The sample size, although relatively small (N=79), would have had sufficient power to detect a clinically relevant advantage of either active treatment over placebo, such as was found for fluoxetine vs. placebo in the study of minor depression by Judd et al. (2004) . In the present study, however, the placebo group consistently demonstrated clinically meaningful improvement on all primary and secondary outcome measures. The degree of benefit in the placebo cohort suggests that subjects with minor depression may be responsive to brief non-pharmacologic treatment approaches.
We employed a validated structured assessment of adverse events beginning at the randomization visit. Surprisingly, approximately 60% of the study sample endorsed symptoms that would have been construed as treatment-emergent adverse effects prior to the ingestion of any study compound. In fact, they reported an overall mean of 4.8 PRISE symptoms per subject at baseline. This suggests that it is important to identify systematically, at baseline, the presence and severity of symptoms that otherwise might be misconstrued as treatment-emergent adverse events during the course of a study. Thus, employing a systematic approach to the assessment of adverse events with a validated instrument like the PRISE, yields much more complete and informative data about both baseline levels of events and the emergence or worsening of events during the course of treatment. A second important finding is that all three groups of subjects reported a high rate of adverse events during the study. However, fewer than 40% of the St. John's Wort and placebo-treated groups reported that any of these adverse effects were distressing as compared to 60% of subjects in the citalopram-treated group. This higher overall rate of adverse events during treatment with citalopram compared to St. John's Wort, along with higher rates for emerging/worsening problems with increased perspiration, sexual dysfunction, and fatigue, would be likely to be statistically significant in larger study samples. Although the absolute number of adverse events during treatment was not significantly different for the St. John's Wort and placebo-treated groups, the St. John's Wort group, like the citalopram group, did endorse significantly more gastrointestinal adverse events than the group receiving placebo, and substantially (although not significantly) more sleep problems. This serves as an important reminder that "natural" products should not be assumed to be benign.
There may be several explanations for the fact that neither active treatment separated from placebo on efficacy outcomes in this study. One possible factor was that we used very stringent inclusion and exclusion criteria for subjects with Minor Depressive Disorder. Individuals could not meet a primary diagnosis for any other psychiatric condition, and although they could have a past history of Major Depressive Disorder, they needed to have a sustained period of remission prior to developing Minor Depressive Disorder. In addition, based on guidance from the Initial Review Group, we limited the range of depressive severity for subjects on the 17-item Hamilton Depression Rating Scale to those with scores from 10 to 17 (inclusive) over the past week. The stringent criteria for this study may have yielded a sample of subjects whose depression was too mild to show added benefit for either active treatment, beyond the general therapeutic effects of study participation evident in the placebo-treated group, let alone differentiation between the two putative active treatments. As previously mentioned, the secondary analysis performed in the Lecrubier et al. study (2002) , and an unpublished analysis of the study by Judd, et al. (personal communication) , suggested that the active treatments had greater separation from placebo only in the most severely ill groups of individuals with MinD. In a secondary analysis of our sample, we did not find that subjects with greater severity ratings were more responsive to active treatment or less responsive to placebo). Another feature that may have confounded our findings is our overall study design: This design biases recruitment to attract subjects willing to commit to a longer-term treatment trial, and by virtue of the crossover, may create an expectancy favoring treatment response. Thus, one cannot know whether the study design, which included 12 weeks of acute treatment plus 12 weeks of continuation or cross-over treatment, could have contributed to the high placebo effect.
Another challenge faced by this study was the common use of St. John's Wort and SSRI's for the treatment of mild Major Depressive Disorder and depressive spectrum disorders in the community. Potential subjects may have been less motivated to enter an active comparator, placebo-controlled study of St. John's Wort. An additional factor that may have influenced recruitment was the evolution of subject compensation policies that emerged over the course of this study. When this study was conceptualized, subjects were not commonly remunerated for participation, and so this was not budgeted for in our application. By the time this study was initiated, sites in our communities were advertising and paying subjects several thousand dollars to participate in such longer-term trials. We believe this affected our recruitment of subjects into the study and may have subtly influenced the characteristics and treatment expectations in this trial. (The original plan was to recruit 300 patients --100 to each treatment arm.) A fourth issue that might account for the lack of separation of St. John's Wort and citalopram from placebo was a higher than previously observed placeboresponse. Although this placebo response rate is not different from that reported in recent trials of Major Depressive Disorder, it is higher than the range of placebo response rates identified in the studies reviewed by Volz and Laux (2000) for subthreshold and mild depression. Original power analyses for this study were based on findings from the Judd et al. study (2004) of nearly twice as large a mean change in IDS-C 30 scores for MinD subjects treated with fluoxetine vs. placebo over 12 weeks [mean=7.6 (9.6) vs. 3.9 (9.0); N=77 in each group], with a standardized treatment effect size of 0.4 (P=0.012). As was noted earlier, the benefit of fluoxetine was almost exclusively in the most severely ill group, who were omitted from the present study. The 1-point difference in mean change in IDS-C 30 scores found between citalopram and placebo in the present study is consistent with many more recent publications that suggest there is a more modest separation between active antidepressant treatments and placebo for subjects with MDD than previously documented (Khan et al., 2002; Zimmerman et al., 2002; Kirsch et al., 2008; Turner et al., 2008; Moreno et al., 2009; Fournier et al., 2010) . These articles proposed that study-related and patientrelated factors, similar to those identified above, may affect treatment response. Our findings are also consistent with a recent review and meta-analysis of the few available placebo controlled trials for Minor Depressive Disorder (Barbui et al., 2011) , which concluded that antidepressant treatment fails to show a clinically meaningful advantage over placebo treatment for this disorder. It is also worth noting that a secondary investigation on the Hypericum Depression Trial Study (Vitiello et al. 2005) , which compared hypericum versus sertraline for MDD, found that 17% of hypericum patients had no measurable hyperforin, and 17% of placebo patients had measurable serum hyperforin, suggesting that many patients were noncompliant and others were obtaining hypericum over the counter. We did not include metabolite measurements in our study, and so we cannot rule out the possibility that subject adherence problems may have contributed to the response patterns we observed.
The current NICE Guideline on the Treatment and Management of Depression in Adults (National Institute for Health and Clinical Excellence, 2010) recommends that antidepressants therapy is not a first-line treatment for mild depression or subthreshold depressive symptoms, specifically because of concerns about risk-to-benefit ratio. For people with mild to moderate depression or persistent subthreshold depressive symptoms, the NICE guidelines recommend low-intensity psychosocial interventions. Antidepressant treatment should be reserved for people with persistent symptoms (particularly if unresponsive to other interventions), suicidal risk, or a past history of moderate or severe depression. This recommendation is consistent with the Canadian Network for Mood and Anxiety Treatments guidelines as well (Parikh et al., 2009) . As summarized in the recent meta-analysis by Barbui et al. (2011) , no specific pharmacologic treatment has been demonstrated to be effective for MinD to-date. However, the best non-pharmacologic treatment for Minor Depressive Disorder is also an area that requires extensive investigation. Minor Depressive Disorder may represent a variant of a depressive spectrum subtype that might be particularly responsive to a brief, focused psychotherapeutic intervention based either on a cognitive behavioral or an interpersonal therapy model (Szigethy et al., 2007; Allart-van Dam et al., 2007; Cuijpers et al., 2005; Maina et al., 2005) . We believe that this would be an important area of further research.
In conclusion, this study suggests that neither St. John's Wort nor citalopram treatment has a clinically or statistically significant benefit for acute treatment of Minor Depressive Disorder when compared to placebo treatment. These findings were clearly due to a consistently high placebo response rate on all outcome measures. Our results suggest that more extensive investigation of Depressive Spectrum Disorders, their natural course, and most effective treatment modalities, is warranted.
Singer BH. Best news yet on the six-factor model of well-being. a These common symptoms of depression are included in the PRISE form, but are not a comprehensive set. 
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